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* l» £ *t fc y h * * ^ v . r =* = * h&tfr>*^~* h 

38 0j CD #1? 

^^^fl. t b • y -v h^^^V • U-ir^^ — • ir y & 4 (human soma tost 
atin receptor subtypes) ^ <D & & IZ. M « 1" £ E£ ^ ft £ A CO f& 4?) 60 % ft ^ 

y h * ? =f- (V*^ h hn tf^^UjpaSHT- (somatotropin release inhib 
iting factor) ; SRIF) , T SI BU M (anterior pituitary) ftfi^^Sfi* 

h^f'^^^f K (Brazeau, P. etal., Science 179, 77-79, 1973) (2 , V> < 
o^(Dioagt(lt)ffftt6 : H^^^TI/^ (UtT^.— Kite. Reic 

hlin, S. , N. Engl .J.Med. 309, 1495-1501, 1 98 3 & Tf P § + „ 1 55 6- 1 563 & # Rg 
ort) o y v h ^ ^ f y I j: , »&1Sm<D&Vt\£ftftW&XfiSlftW<0*i?~i'- 
^-i:Lt^<Itt5J;K'fcSo 3SSr*fcs!wi' J *>'* #J l£ . i& S * /t' 

^o»0i{c#^sr.^^^^K^ia*3!i*fc3B«fc*ixTV^ ( 1/ t' a - t i5 C 
(3: , lass, J. A. H. , in Endocrinology, ed. deGrott, L. J. , voll, 152-166, 19 

89 * # flR co t o ) o y ^ h * ? ^ > ft. 2o^Ig/j:4*¥»l:fttt^Mi, 

•r^t>^, SRIF-14 (SRIF) & tfSRIF- 

2S % f N - * ffi l: ^ t 1 SRIFO P f W (D (congener) £ o ^ ^ £ 

SRIFcopa©j«&1i£te. »SW*J»uir^^-{cJ:*){t^$ix-6o fi iff » T ^ ~ ;* 
h *f ft a s , SRIFCO |g 3g ^ CD #f CO tz £> \Z m ffl £ h 5 w fc # £ 6 o i§ T 7 4 ~ =r 
^-©*»Sii5:t#-e#5»*«ttli, * < <o » I* , #J > Tl#l, JH 
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*v") lcoi>-CfaHf£ix-C#*: 0 ±.U <D ^ ~ h* Z ft tz ? > s< ? % <» m & ft ft 
, y h * ? 3- > ' U i? 7* * - • ? > '< ? m (SST1-SST5) ri* % 7 o (7) Jf 5£ K * 

-r ^ t & , s & a* «c l . 

^-^;U=j-Xffe|:J:9 ( Hirschmann, R. etal., J.Am.Chem.Soc. 115, 1 
2550-12568, 1993) Xlt^r'>D777-^tfel^J: V ( Papageor g i ou, C. et al 
., Bioorg. Med. Chem. Lett. 2, 135-140,1992) 'h £ ft ^ 4£ ^ 7 7 K «0 ^ ^ K # 

l/t^^ - • 77^r^-^^Lf: D L L ft # fe , Z tl b <D ffi m n . # ig « 
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H 3 u 7 ? — btiX & 9 % * I, X mMMVo <D ffl& CD tz tb 

& iif m ft £ h ft tl X ^ 5 (#Jx.tf, Stark, H . ; S ch 1 i cker , E. ; Schunack, W. Dru 
g Fut. 1996, 21, 507-520 ; Leurs, R. ; T immerman, H. ;Vollinga, R. C. Progress 
in Drug Research 1995, 45, 107-165^#iOl t P ) 0 t^^;yH3Wt7 

h < „ li&^Bif ^Cfilt 5'>t/^i§ ( presynapticautorec 

eptor) ffc5 0 7^-^ M:j;6:oH3 ut^^ - <omWL\Zs t^^^y ( 
« , i? u h n >- & 7 ir ^ ?\> =i V is (D £ ^ j« & Wl fcti <E> ffl. S St ^ < . 
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R 1 i* , *lXliC,-,-7;^/Vt^ot, ® <fc 9 , x> n y >- , T ^ / , 
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. tK ^ X li C , - , - 7 ;u ^ ;u *e o r , »£ fc f;iJ:?>^ny>'. T ^ / , t K o ^ 
v. r;u = *i/xttr y-^i:i 9i»Sjifctot*6, ) £ t> o g -c 5 0 
fiu m = o cd ^ ^ , y ms^fiffi^^-cttftv^. } izxvmztizfc&m, rx* 



X 12 ^ <D ^ Sfi'&tt^TgffililfcttS, *©3fe¥Sttff©^f ni»S:Stt6o 
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n :/ a fc° /U . is ? u 7 f> ;U % is 9 a > =f* )V „ &tfv'^nz^3r>'/U-e&>5 0 

7;u^^vS, £? ^ b < li ft lu fif £ I c i . e - 7 ^ 3 ^ V S I j: , jg ft i tfc X 12 
»8«XltSttEIl:fcMt6f ^©g$©7;U3^VS^§tf ^ t £ # EI £ n 5 
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h * ^> , &t;^^r y VCfeSo ^ 8 7 3 3f- v" <D tftj 12 * V 7 u * is ^ sec 
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/U 3r U >- % #| x , ^ ^ ^ , xf i/y, ^ntfuv, y^-u^, ^ >- ^ u >- x 
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Xll2^)/Noyy, T ^ y & , t Kd^->;H, c,.,-7^*;vS, C...-7 
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& fc v> T ft , D \t % ^;^/-;M;K'M$tLfc7x^;K^!), X i2 m & 

c . . . - t =1 * * , t°-<y v ^ ;H x fi 7 y - ^stg»$nfc^ ^ y y — 

_Lf25*: (I) <D{b^4*<0£fcK#*LV*flB«f-*3l>T«:* mil, 0, 1, 2, 
3 X H 4 , #J ;t It % 2 , 3Xli4t^5 0 

±ES: (i) ofb^io £ & LU>flg«i-feV>Tfi, n 12 , 0, 1, Xtt 

2 , #j x. , i-efcs. 
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W * ff , 0Xli2T*fcS B 

±C* (I) 0<k-&tt<0$fe^#*UV^JB«|i*3V^T«:. ril, 1, 2X113 
. H x. (1 , 2 T- 6 o 

_h 8E 5C ( I ) bi:ff* UV^ffi»i:*5V^ttt, q + s li, 2 , 3 X 

11 4 % m x. fcf , 3 X fi 4 f fc 5 o 
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J: 9 J£ V^ffilJ ® {C *5 V* r l± . **WJ1, SSTl, SST2, SST3, SST4, &t5SST5ri>£> 

Si tf it y h * * ^ >- ■ uir^^ - • ^y/^Hi:»t577^f>f»«:t 
o % ^ (i) o>fb^^i^^tf, KBS^y v h^^f > • ui->^^-. 

lES^^fKeSioyvh^^y. u i? ^ * - • y iS >- K co i m m tc *5 ^ 

TH. _h|E y # >- K il , SSTl, SST2, SST3, SST4, R tJ SST5 d» S tf 4x fc y ^ h 
* ^ > ■ b-fe / ^ - ■ ^y/^f l Xli2 l:^t5I^W7 7^^f >f 

- £ fc o D 

±E*^^f KfiS^y v h^^f y . w -i? ^ * - . y #y S bft 5B8 
fc: *5 v> T W: . ±Ey *v Kli, ssTli:#t5IR»77>f =f>f-S:t)0 0 

±is#^yf K^ioy v h^^f y • i/t/^ - • y # > k $ e> ft a « « 
^asir^r tt, ±ey^f^Kr4, ssT2tc m-t 6 r 7 ^ =. ^ -y - £ fc o 0 

iS^^T'f Kgf <DV v h^^f y • u i? ^ * - • yj?f>K<0S&ftSlR« 
trioV>Tll, IBSif^Kli, SST3K *f-T £ IK »7 

7^f^f-?:t)0 9 

±B»*^ Ktt, ssT4K*ti" 5 iiiRtfjT 7 * ~ *r >r - Sr t> o Q 
iffi^^^^KjBaacoy^h-x^^^- u ir 7" * - • y y S ?, ft 5 B« 

uusi^-ctt. liey jify kii, ssTSic^i- 5 ii«#jr 7 ^ ~ *r 4 — £ o 0 
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T4&t/SST5 % SST1& t/SST3 % SST2&tfSST4 % X II SST3& t5 SST5 IH *f -** £ M W ft) T 

(3, 4 - y^ p p^y^yu) r^y)m^/u) - 3- (4-e-<y^v-i- 

^ yi/ 7 x ^ ) 3^ * l- T 



CI 

1- (3H-^y^ H)7/-^-5-^^) - 3- (2-((5-^n^t o yv ? 

> - 2 - >r ) - ( 3 , 4 -i/^ d o^y^/u) r ^ y ) ^ ^ ) f t i> 



4 - ( 1 H - >r ^ y / - 4 - ^ ;u) tT'<ys?>'-i-j&/u (2-(( 

5-yp^t'y ^y-2-^;M- (3, 4 - ? d d ^< ^ /u ) 

) T ; F 





CI 




CI 
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1- (2-((5-^n^tl^>-2->f^) - (3, 4-^^nn/<y^^) 




Ci 



1 - (2-((5-^n^try^>--2->r^) - (3, 4 - * n n V /U ) 

r s y ) rf >v) - 3- (3 - (iH->f 5^/- - 4 - >r ) ^ 
*■ u r 




N 1 - (3 - ( N - — N — (t p y> ? ^-2-W/U) T * 

y ) ^ne/u) - 4- (t°y v'y - 2 - ^/u) t^^v 5 ^ - 1 - # * -0- s s/ 5 




Br 



1- (3-(((5-yn^eey> ? >'-2->r/V)- (3, np^y^;>) 

r^y)y^/u)>^o^af-^^) - 3- (3 - (iH--r^y> r -/i--4--r/v 

) V m ^ /u ) ^^^^-T 



( 17 ) 



2001-502712 




CI 

N 1 — (3 - ( N — (4 -/n^^y^/l.) - N - ( t° y ^ > - 2 - >f /U ) T ^ 

/) v-^n^^^yu) - 4- (ey 2 - 

fcf ^ 7 ^ v - i - * ^ ^ t ^ > 




Br 



a £ n * ^ s< ? m & m & & & m n -t z r$ *> h titzm&n. *r & * 1* «= * « 
x. . J«liDLfc«n»iK, itJnufe^«j^»*»ffl. ft ft ff tt «> ^ *n , ft « # 
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^;K^9, X tt 4§ & I- J: 9 l Wi^^pyy, T ^ / t Kn^V^S, C 

^nfc-r^^^ — /K;i/tfcsi (i) (Dit&mfr . H3i"izy?-bmKftm 

L , t LT^iXiS> « it ife « * « x. * *&0>i&«©fc*&Kl. Jh^|gi:LT. * 
LTBS»»©«iofcJ!)i:tt»S^5:i:^-cS6 0 * 9! 0> ft » «: * Bi HE 

•JtKoafli«c:Bliti-6*»WJ&fi«)fc«>lw, tltt/^^V- (narcolep 
sy) ^t^^Bj^^P (attention deficit d i sor d er s ) <D f& ^ <D ft ft K ffi ffl £ tt 6 

xii«Miir«fflSji5:^sti5 B $ ic , * ^ m <o ft «i r± , ^ n & 

<D**HI«»tt^ J: 0 ^^C^Sflfc (anorexia) Xttfflftffi(b 

uiimia)) ©i6fi©fcfti:ttfflSh5:Hs-eS5 B o t , r it k cd ft is 

<5 w H s T* t 5 o # ft tttt T A/ (epilepsy) KB8i£^6*£JR<0f&«e<0fc 
l > (motion sickness) & Tf tb 4 ^ (vertigo) CO f& ^ CO ft K {£ fll £ *L * - fc *S S 

So ^swcDft^ftttfiS&tfr^y'W^ 
- b w a g A 



RiC * * - A I 
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H.N 




1. 



a— noyy 



NH 



HN 



2. &KCH2) n -ADf>C4) 



3 



I 



HN 



X=C=N — D 



6 




5 



7 



(I) <7>{b^4fct*, SS S ft «Fffi *>fc 0 jB«8 fcia r 3I S ft*jB£, « tl tX fcf 
y ^yf, ^LTSIT, ^7^7;^^ (2) iSlSt 5 : t ^-CH7 P 
-^/mj^sK (i) d^WISltse^^-^ (I) *^^-rJ:5{c^Si^ix 

5 r t & -e £ 5 0 amni^r $ s r tmm&x& + ^» & z ti & z t 

# , irh^t K d 7 ? > , ^0^7U7;^;i^ 

o 

• t K !i K K J; -5 & m '& s T V — )\<>T >v * )V u ? z=- Y ( 4 ) T- 7 yu ^ /U $ tt 

r , l, i-^i»Sixi±l275> (5) Sr#5:^st#5o #: k ^ y ? 
t Ko7 5^Xtt3i^>'-/KOJ:5 6J8K t l J , 5 11 * * - A (2) J:: ^ -f- <£ 5 

>r*-h)<6)i:Ki»sn, ts ti. t irJtSf-cftSSiirfttrt 

* (7) £ # s 0 i(D^yf^vr^-h (xi^ y vr^ - h) is % * # ih- 

!/ ^ T 12 ® £ tl Jj ( #j ;t fcf . T.W.Greene, Protective Groups in Organic S 
ynthesis, 2nd. edition, 

John Wiley and Sons, New York, 1 9 9 1 ) fC fi£ o T , & SI £ tl % t L tflli«i$tl 

5 r t fl* -C £ 5 e r <Z) ffl £ f& 4£i (7) fi , ^D7h^77>f-(DJ:54Slti: 
jai&hfcjifecj: 9»»Sjir % - tt 5£ (i) <0ffc^»-c*a*»§irt4to (7) 
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S/£ * * — II : 




DCC, CS 2 , THF 



S=C=N 



8 



6 



;* * - (I) ic&ISL £ tiiz £ 5 ft >( * *s7 * — b (6) fi . » fli * # T 
, K |g , 09 x rf . v?V^ p^^rV/^/u^v 5 ^ K X H: X fifc * K *n h ti it fife <Z> # 

m % & m z ft tz m i r * > is) h % mmztiz^ttf-czzo ± is « « 

K » » 3 *t T * p^^rV/vf t^ur^fei^iiSo « o £ j« » «: * a 

^ftt, >f yf-tvr^-h (6) fci»5:t^t8S. 
»«o^y^r^ - h (6 b) j* , a*#tii*ifeixfe^Mi(-«£or, =a a * « 
ftiJtLfciir^ (8) & us # # =. ^ ^ y - %> h m m z 




0=C=N' 
6b 



D 



8 



S jfc * 3r — A III 
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J 




1 ! 1 

.(CH,^ R 



5 



8 



9 



NH 



2 




10 



^ (i) (Dfc^km* . s & * * - a (i) list Ltj: 5 t»K*nfcas4 

T ^ Is (5) „ RXJ^^ % R 3 tf* 'O' ✓ >T A* ( - COPh) Xli^.M^ ( - CN) T* fe 
"9, ^UXR 4 ^^^y h 3r ~> ( - SCH 3 ) . 7x y ^ri/( - OPh) X * o y K ( - 

ci) -efcsr t afts-ct 6Bttft>f 5 ^ (8) i>&tB«Lt, B 3 ft « tt . #J « 
, v^^y^;l/A7>; KXttf t K n 7 9 ^ + . iSififi-C, 5« 3 * B* flfl 
^ *9 . S/S**-^ (III) C^t«t ^CUSlt, ^RSfr (9) £ # £ C 

H5ft5o r © + nn * ( 9 ) » , is&KK t 0y * tf , tr y v * , m k « « 
mm («x.«, A g No 3 ) tffli^rxttfflt^i*^, asftiaicis^tis 

4*Hl:fefcD7^ (2) i S & CS«Sftt, - JR * (1) tf> ft * "C *> 5 

ft * • ( 1 0) * , R 3 *s s fi= ft 3£ , m x. tf . ^^/>f;i/XI4 = hy^-C*>5) 

, - « a: (i) oft^fct?fc*ft<&»io(S:+, r • fi * * t? * 5 ) # AS S ix 

RJE** — .A (III) *5 I* 5 * IB fle M: % #d»i:fe^TEI S 
(3: , T.W.Greene, Protective Groups in Organic Syn 

thesis, 2nd. edition, John Wiley and Sons, New York, 1 9 9 1 ) K o X „ 
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"^12 NHj A (CH-) — Y 
A-/^> — . NH NHj 



fc* 'i ^ > ' 2B -( CH 2)n-^ay>(14) 



11 13 



A^JCH,),. Y^ DC c,CS 2 ,THF((bfX.S) A^CH,)-Y^_ ^ 17 
15 16 



NH — D 



18 



19 



5£ ( i ) o <b m \± . *sfti*ra^*>fc9. s ^ ft « « . «*tftry^^t. 
^ LtiiT, ^ r > / r ^ ^ ;u (12) igesnsr t^-(?$57y-^^o 
y =. k (id ^^ttif use^^-A (i) \c^£tiz>£?icmmzinz>^t 

■^LT^ffit^^^. « « . f h 7 k K d 7 7 ^ ^ , ^©^7 5 y 7^^/Klt 



* ra # (13) *^»ici3t^rfti&nfe*#T, is & % «i *. « . t h y a 
• t k y k ^ «t *a a « , r y — ^ r ^ ^ /> n y =. k ( i 4 ) -e r ^ ^ {b £ H 

1, l-^H»»175y (15) «r»5r*as-c#6 a 
>fy^;*-VT*-h (x=s) xinyvr^-F (x = o) fi. * * - * ( 
II) K IS m is ti ft £ o ft # ffi (c £ «?Xtta3B#JJ:ftie>ix^:*ffi(cJ: 
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f h7 t KD77^Xll^^y-;^J: P^SIt, 16fi % T ^ > (17 

8: ( #1 X. 13: , T.W.Greene, Protective Groups in Organic Synthesis, 2nd edit 
ion, John Wiley and Sons, New York, 1991) [Z ft o T % fifc 9 £ tl % * b T & <fc 

(18) II, ^ n-7 h^77>f-©J: 54SIf 
f-fti5>ttfe*«feliij:?)»«*4x. - IS * (I) <Dik&<ltti-T?& & b 

^ V • uir^^--^^^-r^icJ:i9, o , *f & K , #S £ *l 6 g 

77^-r>(-{j:, — t<Dlt&Vofc. u t / ^ - (: ^ ^ ^ b T 5 <Z> 

{fc^fe co 50% £ S*i" £ £ r © S ffi (IC,.) HT, **ix6^fc!ftS-C# 
5 o y ^ h * * ^ v • i/ir/^-Ho^T(7) y # > K-^^ttW^^S^i-IL 

fcV>T, SfcWttT^^^ h> «*.tf. 1 2 5 1-Tyr 1 1 -SR1F-I4"e £> £ 0 # « Wfcl « *. 
tf , Vc^mit 'P ft < t t> l ©*S i ai:*5V>tB*Wirt»ftlC,,S:tt6 r i:^ 
ff*L^;t4bfe, * *t I* , * O « ?L Si K *5 ^ r If ^ $ tt ft v> gfj ffl & /h <D 

fe w S: 31 * fi r L ft «5 p, ^ w h^^f y • ut/;? -<&ifttt«l«;*ftfcT=r 

~ ^ b <d&&* mW-t Z> fcfei: + »i:fivuc s , £ *r £ ft ft ft ft ft v> 0 fgft h 
ft 5 o tf* , tt # tt # » ft B fttt * ^<o^lH> #J * , ^3SlbtS#tt. 

S H ^ o ^ r « » M 8t ft *t ft ft K tf ft ft 0 - « K , *ftW<Dik&m<D& 
tin. ^Jift^^l < fcs: & £ b < , £^<^y^h**^:/J:9k*: 
£ v> a> x i* * ft ^ L v> r. k & m * b v> 0 y^h^^^^-u-fe^* — (ussier 
attWKSftfcr^^^htttifc^sffc^fcri* 2o©*?*g>*©i, t =* ~ 
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^hXliry^^r:^ M:Rt5^ t ^tf#5-e*>5 5o ffi * ft y # K - # 



^ > • 


u 




G y d f > • if y — y h Gi^r^ L 






)V ^ jv ■ ^ y — if <D ffi t£ £ RS. ^ 


tS: ^^Stlt^i (Patel, Y. C 


. e t a 1 . 


Biochem. Biophys. Res. Commun. , 


198:605-612, 1994) 0 7 /U ^ y 


> IH <£ 




7 r ^ ^ ^ ^ ■ > ^ 7 — if (7f 


7- if ) <£> it: S #J ?2r ffc 1- 


J: "9 % 


y 


h ^ ^ ^ >- • T^n^ h CO HI ^ 




5 o * 




^ y y ^ AMPSaiC^ft 3 SRIFCD 


&Sf£/B£^#llftf;ii£fr£ii:6{fc^$> 






h^^^>- • u ir y" ^ — • r >- * 






# 


tt , *«#«ft^B&tt, 




u ir :/ 




- ic fcMt 6 7 ^ ^ x a x r y ^ 


=f = X A M B 19 . ^aWwffc'&tt&tf 






b H © 3 ft 5 n £ » -c # a t ^ 





tiSr^-CH. # * L n (£ 4S tt , iaXt/IISiafRJPSSrf&a-i-Sfcit)®^^ 
# =* >• R >r >- * y ; S4#4 4rt»»au'*»8B*tr«ifit6 

^few^JSJaitm&t^fiKSrofia^i/J-AiiE, * *s be * ffi , *oftii«^si^^^f&i^ 
tsfcftw^f^^^y^^roigi; esig^I. y>>-7^^M®^> * ro fife 

, * * . ^f^, b « * * . m-mmm . &tfT/u:y^^-iH£?&s£-f5fc*»» 
tt^a^?rf&)!S-rsfc«)w^iiai^^roia^ ; & i§ & # *t (cFs)rof&&-c 

mm<Dit^^>. Xtt^rOEItlirL-Cff^^HS^^, SSTR4 i: # £ $ *l fc V h 
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y* y y -y *y T_ y y 




* v ® ic *f -r * ;s i> . ^LT/xiiiiiRtfjftT:?^ 






<d z o ft ft ft is , «asoffi^x^/xii6r^-^s 


(t: p^i <n ^? /i* il v fift 


§i 






IB ft IE (iop)A t5/X «:« ^BBflSSfe-c*) S 0 fn £ H 5 r. 


t 25- t§ 5 ^ A 12 . #1 




. & ft ^fiAS$, fen^^. » ffil ifc , e ft K & 


^ fi& 7* fr> 7\ 






>iii rrf- C < l> c»J v — C A/ V. 




£ <fc 5 l£ , * * M tt % y h ^ ^ ^ v ■ u 


\~ y y iv_ "ij 59j T*— x /J 


o 




ft » li * $ * Z * ft 






755 -c # % l -t r n <b 


<£> 


is t> , #*w*>jKiHftiw*>5o r <d x o ft * <z> « i* * m 


ft ira * -e *> 9 , r ir ^ 




h % T — h , ^ y y x - h . -<Vif>-X/U^^— p 


, tr ^ ;U 7 x - h , 


U — h , V h U — h . ^ ^ 7 ^- U — h , t> ^ ~7 * — >V y\ 


/U y — h , $ 1/ y\ 




7ls^— h x 7 f \s — b . ^^y^JUy*^—b % > x 


— h , ^^rt/x - h 


> 


t K o ^ o y K . b K n ^ u ^ K . fc K n a — K ♦ 7 


$ =r — r , v l/x - h 








h 


, ^ — h , /</M^7x - t° ^ u — h , t° ^ u 


- h , ^ d tf * * - h 




y< y y -t* p x ^ /i- x m p ~ p ^ p * r-^i^ 






p £ ^ O „ rtLfbcomii, ISftXIlUftRIICJ:?! 








» me * -c , i^aw± 


(D 




«t 5 ft , mm^miz* 


r> 
















ffe <£> #1 ffi id £3 V> T [3 







*^W<0{b-g-ifei£r'^ ; ifl-rS[£lgia^#!tt, ^Jxli. Remington's Pharmaceutic 
al Sciences. 19854> l^U®. iS tltl £ 0 ft « ffl & 8f i 9 S 3S ^ il 5 ^ & ^ 
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So jb a » *s «ni % m jh « « . « , * -? -fe ^ , « #k u y ;v s mm , 

So @ f£ «0 #J 11 > 7 ^ h — * . £ ± ( terra alba) . * ^ u - ^ , > ^ o 9* 

* * h y > , ^/w^, ^3^, ^ * ^ ^ . r * *s r % ^^ry^m^^ 

a <^ « , v/p tr - * ^ »u a- y - -f m % v ^mm . mmm. mmm 

ho-f XI4gB«(lozenge)©iil:*5r fc^tSio H # S f£ fi f± . j£ 
<Kfbt<5t*6 5i 5 » »25mg-»Sllg-efc5 5. tt*Jfiffas«fli£fta 



3 T 



lOOmg 



^ p >T Ktt 2 Wtit&m (Aerosi 1(15*1)) 



1. 5mg 



^^n-xfti (Avicel (]$*)) 



70mg 



««-b/l/p • # A (Ac-Di-Sol) 



7. 5mg 
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3 — "T 4 "y ¥ : 



HPMC 



9mg 



'Mywacett 9-40 T 



#J 0. 9ng 



&&J5-<Dfc*(ri4. * CD P§ $S li % x7P/*Iffl«)fc»K, & # Ifi # . 

« Jfi # ti , 8s ;to & , « * If . ^Tig ft; 8J , #1 x , 7 p nt°u>--^y=>-/u > #g 
fStt^J. SJitx^v^v--^ — . #1 x. hf . u ^ ^ (^^.^r^v'^^yv) X 12 v 



**WtC«Sft^*0«^aWt. i£|8££LT, S# (patients) , #J *L , 


t 




tt. 1 - 5OOmg/0 , #J 7L 100mg/S^ Z> 


o 


- « a (i) ©ft^a^t 






*r i" 6 r £ j&S H m $ tt T t> £ 


o Jb le « n , ^ tt a , gv>yv h^^f y • 






z mvt<Dmmici5\,^x mm z ti z z t a* -c 






T f£ . # 38 WIS . y N * * ^ >- ■ Hr 7 s ^ - l: 






or. git Ltfr^$ti5ii*xiitf?^i^ 




. Slt«»iU, - « * ( 






tf t) © i t 5 O 






$ <b * Z M ffi d & T IS , 







& T- £> o t , (i) roft 4fc X li IS 3£ 

£ <b & 5 M ffi fc v T ti , i£&Wti. , y-^h^^^V'-u-fc:/:? cd cd 
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3 ^#14, *«*«ft-^&», i^rw, xt5f&jK»jaa* s * ^^^sr 
ifx r±sRiF-28jc j: 5 ±aaffl4)'OK-& % ft t> , r^^x^xii/y^^^x 
v> % tsno^ttft^M&tflldctt^&IISdixdl i: * -e * -6 fc 5 C 

, ^W»XI4f&«ttrt?«3&st hXttv^<oi»©tt©^>f ^©ilLSi:*5V^Ra 
$ti^:HSTt5 0 # i£ u ;g 14 , ^ft^ki^y-^h**^:/- y-t-f 

9— . ^/ ^ ^ ^ ft > SSTR1, SSTR2 , SSTR3, SS TR4 R Xf SSTR5 ) <D fS f£ & 

mm . ft fc> . i8 Jn , tCJ: OBfiStiSo ^ 



* ( I ) co 


ft 


3- ft 14 




ISM 










1^ "C , ^ k 


14 , r # y 


& 


K X 14 








r 






* A i£ t Lt 




t 


# T # 




o * — 


oi54!i»itt. ig fH J£ S 


m 


ffi 


t IS 


is ra c is « * 


— ¥ — £: m i~ 




« C fe 






















CO 


mm 




i 




_h CD 








f4ffi<D 


IS 


a ^ 






( 


I ) 


co {fc « Sr ^ 






o 
















S ^ S 14 




















-r a> <d 








s p 


. ft , '< y * . w . & 











Ji8BYk-&*<0«3Sl4, jtm^m (MA) % «««#n& (NMR)X 14^ * • * ^ * h 

p * h y - (ms) <o ^ -r x r> mm $ ti z> . nmrv 7 h ( s ) f4 % (pp 

ra)T'4xf)il, * L T m tf *X fc t° - ^ it J* X h tl Z> o m. p. 14 Hfc j£ T fc 0 . ^ 
Lttt^t btt, ^LTffilESixft^o Merc 
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lev- y 13 • y (Art 938 5) {C o I 1 * X <D W. C. Still et al. . J. Org Chem. 19 78 
, 43, 2923-2925IC <fc *) |2 ® £ tl tz & ffi & mm L X % ft o ft D ttJ ^ *t » £ U T 

: 

TLC : ^77^f- 
DMSO : * ^ /U Jj> K 

rain : ^ 

h : Npn 

HPLC- # #f : 

# £ A . 

RP-HPLC# #f , 254nml^joft-5UV^ai^ t5 Lichrosorp RP-185mM# 7 J* £ 

^^^^5^5/77-* 20% 7t h y ;ut¥«l:L, r ix «: , 4Mffiil:J; 
*) P H2. 5tw^©U, ^ L X 30# TO 1^ — '< V ? T — + 20% — 80% 7 t h ^ h y 
^7v^> «J»ffi$tfco i^l::(D^7^x> h & 5 # fffll 00% T ir 

h = h y /uj-eKft u, ^ 6 # m i oo% r -t: h ~ h y a* -e >r y ^ ^ ^ ^ y 

? (isocratic)^BS^^To/c 0 

SST1, SST2, SST3, SST4, & S S T5 ^ fcf y -v- • U iz ^ * — 

• * >- K 2* -f 3 (I) l^i 9 */<-Sh5ft^*«rt&) * ic ft 
5*^^f KfiS^y-e h^^f y • u-fe * — • V U 1/ Y <OT 7 ^ ~ =r j - * 

> ^T(cisit$i-sr^ir^^^ffiLT^/ii^sr^^5r*#6 0 a ^ # « . 1 J£A ± 

<£> SST U i? :/ ^ - . ty^^f7 P l-5^0T7^f>f-^t)OtSfi!jy if> K 
Co^T^^ y - > t 6 fc * ii, ^©J:5 4H«/tf«i^tT*>ixS^4r*p<5-C* 

-^tSfcfti:, bnfcSfflOSaf Araersham 7,, SPA&^£ 
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KgHWft^ft7^y7!l-^^ftL ( #J , Combinatorial chemistry in t 

he discovery and development of drugs. Doyle, P.M., Journal Of Chemical 
Technology And Biotechnology ( 1995) Vol.64, 3 1 7- 24 £r # M <0 ~ t ) % ^ Lt 

t>t^^ y->t, ^ni:«t i5*^W(^5 w h^^f y • uir^^- - y # 

BHK&B (tk-ts 13, ATCC CRL# 1 632 ) R HEK 29 3ff® f& ( ATCCCRL# 1 5 7 3 ) £ % 1 

Fu/FT^^y, 10% £ VflS JE ii , R U 1 % Glutamax 
T " £ ^ # -T 6 Dulbeccos Modified Eagle Med i um (DMEM ) ^ % £ $f i# ^ JE T* 20 — 4 
0% jft& ^ T-i#5i £ 

it <> h^V^^^^VaVffif, ^ <b CD ®IJ& £ , # /u * A ^ PBS -C 2 HJ 8c 
^<£>&. 20ml© ^ jfc»DMEM4r r H <0 jRBflS fil JRiP L /to 
h^^^^x^Va^SrJfeHlBiLfcJlJ^tTot (Kp a qi^ : Lipofectamin 
, Gibco BRL cat . no. 1 8324— 0 1 2) 0 fflf i£ «n # X. fcf , «i ¥L SI 3§ ^ ^< * ^ — pc DNA3 

( lnvitrogen) ft tC A £ H SST U i? ^ * — ■ ^ :/ * >f 7 & ^ - K £ cDNA 10 
At g^r, 3 00 ^ 1 CDfcgli^^-C^lRLfco 30m gCDLipofectamin£r300/z 1 
TK^T'tR Lfc 0 COcDNAtLipofectaming^^, *S ^ b , t ITlSftllilt 
»SU^ 0 Lipofectamin/ cDNASr . _h IS ^ 1/ — h £: * (- (ej 8e £ it ft tf* ^ fl£ 
(SST 2 0 Cot>TliHEK 293, tOft©^t^^-'ty^-f/{:o^t|j: BHK) id 
fl&TL/Co * ^ *X b CD mm & 16-24B#FP] >- * ^ -< - h b , ^ CD & , ^ CD ifc 
£ , lmg/ml Geneticin ( G-4 1 8 * /U 7 — h) £ ^ ft 6 U *P i& X g £ # XL 
o 12il^(cttJS-r SIBttt^ n ^-^^iglL, *LTSfc ft S»»tttt Ul if 

« $ o 

<g^60SSTU-^7 P ^----^^^-r^ , ^^m-r5^^^, * V 7 T - ( 50mM Tris 
-HCl(pH7.4K ImM EGTA, 5 mM MgCl 2 ) «t» {C H » » * ■& , * U X K it L 0 K 
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&»m^<^ y K^r> '< y y r — * 125* g / dIw^ y/^f fift tSBiBS tfc 

« 75pm 1 * 8 1-Tyr 1 1 -SRIF ( Amersham, IM-161) $r & ffl L IS T 2/ ir >f £ , 250 ji 
1 (DgtlCfc^Tniinisorb^ !i 7 v e l/>f f 2 gt'fto fc, ± IE T * i? >f $3 
£ . U't7 p ^--ty^^/l:ftffLT, 30- 90# ^ 30— 37^ •CO^r^-h 

Lfc e jg^^r, o.5%jj?y i/y^ >;^&t;o.i o /o bsa* -e 4 b# ra * na k it m £ 

tltz Whatman GF/ 

? *mmy * * ? — &m\.x(nffiT&\c£*)mrf&£ittz 0 y * *v 9 - % % 5 mi 

(O 7k ft 0. 9% £ S fi: ^ 7K "C 3 (Hi L , t LTPackard Cobra II Gamma Counter 

ft -e * v is v u ft o 

t hssTi/-t^^-*«a tr i/^aiat , 200, ooom^y * * ^-024- * * ^ 

*LT1) ImM 3->f yT'f^-l-^/^fyf ^ (IBMX) , 2) 
10mM7*/U^3 y &t*3) igJfi, SRIF, SSTT-^u^, Xiift^ 

£ *B o $f * DMEMig ifc £ 8s IB L 0 C^L^O^u— t> £r , 37<C T* 1 5- 30# 

^ >- * ^ h u , ^ ^^/s^Jfe l , u^ti h comifezo. imtkb* 

ftt h y A-e«»Stfcp O.lMfiiT^fDLtS, T y =i — h £ , Amersham 
SPA R I A (RPA 538) £ ffi ffl L T cAMP&r j£ ^ o ^ X Bfc 5& L o 

g jj W i 

4 - ( i h--< - 4 - ^/v) f^y ^y - 1 - t» (2-(( 

^ > - 2 - ^ (3, 4 - y^no/<yv?;H 7; y )xf ^ 

) T ^ K 
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Br 



CI 




NH 



CI 



1, 2-isT$;^?> (43mL) *P <D 2 , 5 - v 5 -f n tf y ^ > (lO.Og , 42 
.2romol) fc tT y 5^ (4.24g % 53.6mtnol) tf> £ 

* lt# b*U*:3»«E«rTHF (150mL) T* & S L T , S ft Wt & # „ ^ ft K £ S 
ii b . L T il *0 <7)THF ( lOOmL) ffi # L 0 ««<0^«f-J:l9, 

fen, :htK$Iiir, feoii Lt6.48 g (7i%) ©n-i- (5- 

134~142°C (0.6mm) o 
! H NMR (90MHz CDCLa) 5 1.33 (s. 2H, NHt). 2.92 (t, 2H), 3.29 
Cm, 2H), 5.22 (br s, 1H, NH), 6.31 (d, J-9Hz, 1H, t 'J ^ > 
H-3). 7. 44(dd, J=2. 7Hz, 9Hz, IH, bf U >H-4). 8.09 (d, J = 
2. 5Hz, 1H, k° U 5> >H-6) 0 

l8 C NMR C90MHz CDC1 3 ) 5 41. 22. 44.74, 106.72, 108. 67, 139.55 
, 148. 54, 148. 70 o 

DMSO ( 30mL) <D ~T b V A • t K V K (0. 584 g , 14. 6mmol) t N - 1 - (5 
-/D^t s !i ^-2-^71/) i^y - 1 , 2-v ? T^>' (3. OOg , 13.9mmol) CD 

60% j£^ffl#ffc £ % 2«PlBa*T-e«»Lft: D ii^^ 0 - 5 tCftSl L, * 
L T DMSO ( 15mL) & 3 , 4 - i? 9 u P ^< is is ;U ( 2. 71 g . 13. 9mmol) \Z X 

-^ig^fttCai^: B C<D»^4fc«rflF»^7-/u ( 3 x 75mL) T ffl L , tit 
#-&Sttfc»*^^^ttttJ«S:, * ( 2 X 50mL) "C 3fc # L , « 8k tS (Na 2 SO«) 
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, S^L, ^ L £ iirT . »S:»fc 0 SilHt, CH 2 C 1 z 90 : CH 3 OH 5 : 

fefiHt, 3.5gON-l - (5-/o^t p y^-2->f;U) - 1 - (3, 4 
- ^ n u ) x^y - i , 2 - ^ y?r#fc e 

! H NMR (90MHz CDCI 3 ) 5 1.45 (s, 2H, NH«). 2.92 (t, 2H, NCH 2 ), 
3.57 (m, 2H, CHe NH 2 ), 4.72 (s< 2H. ArClh), 6.39 (d, J = 9Hz, 
1H, t? !l S*VlI-3). 7.32 (m. 4H, ArH). 8. 16(d, J = 2Hz, 1H, 

,3 C NMR C90MH2 CDC1 3 ) 5 39. 82. 51.47. 51.95. 107.00, 107. 27, 
126.23, 128.77, 130.62, 131.04, 132, 73, 138. 85, 139.77, 148 
.66, 156.62 o 

THF (30mL) 4» <D is v" ^ u ^ *c is JU jj sU 7$ is ^ * K (DCC) (2. 74 g % 13. 2mmol) £ 2 
m (10. 1 g % 132. 6mmol) <D m & Z . * - Jfi » P*9 T* - 1 0<C tC ft £P U . 
T THF(20mL) * N - 1 - ( 5 - :/ n y — 2 — >T /l* ) -1- (3, 4 - v> 

^np'O'^/U) x^y - 1 , 2 - v> T ^ > (5.00g, 13. 2mmol) <D f& Wi {Z. J: 9 

l o x~<d ±fcmm(om3:\c x v ^ &&m&zmtt 0 r (i # £ . ^ ^ ^ 

>V • ^ — x >V (200mL) <t^(-^^L. ^ LT^'>^ p ^^r '>/l^f t [) 

zcoffimzMmz^s * l r r -t h ~ h y >v doomD t % # <b 
ftfc»Si:SiDLfc. ft o fc ^ o — * ^ 7 u • ^ * * v r * iS m L , ^ it : 
0«tt*SE3ST-ClR«S'ti:T. tfo i: & ft 0 CH 2 C1 2 50 : — =*r 1*- >- 50 : Et 3 N 1 £: {£ 
ffllib'>!i* • y/H07 7y*>a • ^P7 h^7 7>f-CJ:D, S & IS L 
T , 4 . 3 1 g <Z> 2 - [ N — (5-^ r n^-fcfyv?>'-2-^/l-) — N — (3, 4 - is 
? d n ^< >- ^ ) ] 7$/if^->rvf*^7*-hJ:#fc 0 ^ ^ ^ ' ^ — 
y- / ^ b<D ft f& Shit £ *)ttffi*yi'-7;\'*nfco 

rap 83-85°Co 

"H NMR (90MHz CDC1 3 ) 5 3. 84 (id, 4H), 4.69 (s, 2H, ArCHz), 6.3 
3(d, J= 8.3Hz, 1H, fjy>H-3), 7.40 (m, 4H), 8.20 (d, J = 
2Hz, 1H, tT U S> >H-6) 0 
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l3 C NMR (90MHz CDCU) 5 43.34, 49.19, 52. 71, 107. 70, 108.19, 
125.74, 128.34, 130. 83. 140.10, 148.71, 155. 65 0 

ftVr 

ffff C, 6 Hi j BrClj N 3 S : C, 47.01;H, 3.16;N, 14.62 0 
MM : C, 46.93;H, 3.32;N, 14.56 0 

THF(30mL) * <D 4 - (4 (5) - >f ^ ^ ^ — /U ^ jU ) t? ^< V V > • v 5 fc K n ? 
u y K (38 7ng % 1. 73mmol) M^f^7;> (350ffl g> 3. 50mmo 1 ) O g£ ^ £ , ^ 
*T^«&"C2«FraS#U, U T THF ( 1 5mL) 4 1 2 — (N- i^- 

2 — >r /u ) -N- (3, 4-> ? ^ud^<>'v?/u) ] r^y^^-/u->ry^^vT 

*-h(662mg, 1.73mmol)l^«fc DSTLt^SLfco - # 12 # & . *)> ft 0 <0 ffi 28 
W^^^^u^o ;itf>RjSi&'&»£: % 60tT24flti*DlftL, IM^f »3L, M 
i® L , ^LT*£3££i*:T. #1 £ # tfi 0 EtOAc 85 : CH, OH 15 : S NH 4 OH 1 (O^Wk^k 

L T 700mgtf) mm<D{k&®} zmtio 

I3 C NMR CCDCL 3 ) 5 31.42, 34.78, 46. 31, 47.67, 47.89, 51.46, 
107.59, 108.40, 113. 76, 125.79, 128.28, 130.93, 131.42, 133. 
05, 134.67, 137.38, 140.47, 142. 09, 147.84, 157.26, 180. 99 D 

J? C 2 3 H 2 6 BrCl 2 N 6 S : C, 48.6l;H, 4.42;N, 14.79 0 
: C, 49.09.H, 4.76;N, 15.54, 

1- ( 3 tt - s< >> h V T y — si- - 5 - /U) - 3 - (2-((5-z/a^lfy>> 
> - 2 - >T » ) - (3, p D^y^yu) r ^ / ) - 3i ^ ^ ) ^ ^- ^ u T 




THF (40mL) tyiDS-T^S^lsV h!17/ - )V (312m g> 2. 28mmol) <D ^ f& & ^ 
TtiSL, ^ L T THF(25mL) 4 1 <0 2 - [ N — (5-^o^-t e y^-2--</U) 
- N - (3, 4 - *J 9 xi u > *J fr) ) 7 ^ ; x f ;U • ^ y f t V 7 * - h (950 
mg, 2.28nnDol)<7>««-e«ia L *: 0 — « 18 fl 5 « * ^ORfcjg'&tt^TLC^y*- 
y /U % EtOAc 9 : CH, OH 1 : fi NH< OH 0.5)14, ft 3§ M Pc ft it # # ft L * t £ ^ 

* r , X f& & # ^ o ^i:^(^a^t9#ts: Hi<t ^ IS ft £ # 

nip 189. 5-191. 5°C ; 

l H NMR (DMS0-d 6 )(5 3. 67 (m, 4H). 4.78 (s, 2H. ArCH 2 ), 6.78-8. 
06 (m, 11H). 9.86(s, 1H, N= N-NH) ; 

,S C NMR (DMSO-de) 5 46.84, 50.01, 106.02, 108.08, 115.99, 12 
2.92, 127.04, 128.67, 129. 21, 130. 56, 131. 00, 136.47, 139.94 
, 147. 63, 156. 24, 180. 72 Q 

pf I? C 2 i H, 9 BrC 1 2 N T S : C, 45.67;H, 3.47;N, 17.75 0 
: C, 45.94;H, 3.40;N, 17.87 

mmm 3 

1- (2 - ((5-/d^ t D !i - 2 - 4 J\s) - (3, 4 - *J t tJ 



n 1/ is /U ) T ^ y ) ^ 9- A" ) 



-3 - ( 4 — fcT ^ U V - 1 - ^ 7 x n ;U ) ^ 
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Br 




CI 



o 



THF(40mL) 4» <V N - ( 4 - T 5 ^ 7 * = ) fc* ^ y ^ > (388mg v 2 . 1 6mmo 1 ) <D i§ 
£ ^ Iff T82;# L . -t L T THF(15mL) * © 2 - [N- ( 5 - :/ o ^ t D ]) *? - 2 - 

4 )\s ) — n — (3, 4 — ? p o ^ ) ] r^y^^/^-^ry^^v-r^ — 

h (0.90g , 2.16mmol) i: J: D ffi T L t ^ 1 L f: B r <D^/£*E^^£ , S ^ 24 
r. t X V m i£ & ^ X . *S >\s • Ji — -r/u-^^r^v^^?! 

mp 146-147. 5^ ; 

'H NMR (CDCla) d 1.66 On. 6H), 3.21 Cm, 4H). 3.80 (br s, 4H) 
. 4.85 (s, 2H, ArCH2), 6.32 (d. 1H, £ 'J > H-3). 7.30(m. 11 
H, ArH and NHC-SNH); 

,3 C NMR CCDC 1 3 ) d 24.16, 25.67, 45. 07, 47.07, 49. 84, 51.30, 
107.59, 116.52, 125.73, 127.36, 128.23, 130.83. 137.60, 140. 
04, 148.11, 151. 36, 156.58, 181. 37 e 

ft U C 2 5 H 2 8 BrCl 2 N 5 S : C, 52.62;H, 4.76;N, 11.80 o 
MM : C, 52.6l;H, 4.69;N, 11.78 0 

1- (2-((5-yo ; et^^y-2->f^)- (3, 4-v^^nD^O-^/U) 
T^y)^a\f/U) - 3- ( 4 - tf y > - l->f;U7i = ^) 3r \s 7 
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CI 



mm<Dik&®t & , 2 - [ N - (5-^o*try^-2->T/U) - N - (3, 4 
N - (5-^D^et 0 yv?-2--f/U) - N - (3, 4-v J ^no^<>'v?yU) ] T 

mp 125-127T ; 

! H NMR CCDC1 s) (5 1.69 (m, 8H), 3.22 (m, 4H), 3.63 (m, 4H), 4. 
49 (s, 2H, ArCH2), 6.15 (d, 9Hz, 1H, fcf V : J >H-3), 6.90-7.5 
6 (m, HH)o 

%\ U C 2 7 H 3 o BrCl 2 N 5 S : C, 53.39;H, 4.98;N, 11.53 D 
MM : C, 53. 29;H, 4. 99;N, 11. 1 6 0 

1- (2-((5-yn^et p y> ? >'-2->r/^)- (3, 4 - *J 9 n u ^<>- v? ) 
T ^ / ) y ^ ) - 3- (3 - (lH-'fSyy — - 4 — >f ) 7 x ^ 
* U r 




mm<o it&yo & , 2 - c n - (s-^n^efy^ - 2- ^/10 - n - (3, 4 

- V ? u n ^<>- i? ;U ) ] 7^yx^/v.^yfti/T*-h(Oft^*)i:, 2 - C 
N- (5-^n^et p y>?-2-^/u) -N - (3, 4-^^ou^>-^/U) ] T 

mm 3 t m m ■ s u . 

mp 140-160°C ; 

>H NMR (CDCIs) tf 1.49 (m, 4H), 3.47 (m, 4H), 4.51 (s, 2H, ArC 
H2), 6.22 (d, 1H, fcT U i> VH-3), 7.30 Cm, 10H). 8.00 (d. 1H. 
tf'JSJl/H-B), 8.53 Cbr s, 1H, -< 5 ^ /HMD ; 
13 C NMR CCDC1 3 ) 5 24.43, 26.38, 44.85, 48. 48, 50.92, 106.67, 

107.32, 121.51, 123.41, 126.17, 126. 61, 128.61, 130.18, 130 
.56, 130.88, 132.56, 135.1 1, 135.97, 137.11, 138.79, 148. 43, 

156. 18, 180. 56 o 

N 1 - [3 - [ N - (4 - yn^-^VvwU) - N - ( t° y y y - 2 - >f ;H T 
v> >- • M t K d ^ p 7 K 
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Br 



lifffllTT'i^tfcKit: 0 y (75ml) * © ^ p /<y - 1 , 3 - v> T S 

>"(310mK 3. 63mol) <D *g f- . 2 - ^ p ^ - bf y ^ V (70ml, 0 . 7 3mo 1 ) £ &5 2m L 
fc 0 i ©Rtfa^tt «r 18«FBBiPj» L , »»U, * b T f¥ « «= jft # £r K £ * "C ^ « 
£ -fr 0 r tf> . ^YyMY^yyy ( 1000ml) £ « ftl L , L T ifc IS £ it 

gu l , titf kb7?v (soomi) ts»ifc 6 r (omm&KQ* x*m& 

* -fr , ^ L ^ 95- 97t&t^ 2 X 10- 2 mbartlgt S ^ £ «fc 9 *t ®{ L T , 

83.37 g (ON 1 - ( fc:* U v> ^ - 2 - ;U ) y D - 1 , 3 - T ^ > £r # 0 

1 H NMR (200MHz, DMS0-de)<5 H 1.20 (bs, 2H, NH«). i. 74 (p. 2H) 
, 2.82 (t, 2H). 3.34 (q, 2H, CH 2 -NH), 4.86 (bs. 1H, NH). 6.3 
5 (dt, 1H). 6.51 (ddd. 1H). 7.37 (ddd. 1H). 8.04 (ddd, 1H) 0 

*J * *f- !\s * * * > K (250ml) 4» (O 1~ h V * ^ • t: K ( 5. 86 g , £ ft 

jft <f60%#»fl^ 0. 14l5mol) © jg « , iS#0MT, 

* 3f V K ( 50ml ) * N 1 - (tf y v^y - 2 - >f;v) / o y - l , 3 - is T 
^>-(20g, 0. 1323mol)0»« ***D L fc. ^ © R Jfc S * « * • 

t\ Ifflto ft v> * 5^ ^ ^ * > K ( 1 00ml ) 4 1 <o 4 - :/ p 
-< > i? )V • -? d 5: K (36. 09 g , 0. 14 15mol) <D?8i&£r^*l-e^^< 9 

±(500ml)±^tt«f , tL-CBixf;U"ettHJLfc( 3 X 250Dil) e » ^ *T « tt U * 
L (3X 150ml). %L gfe £ -fr (MgS0<) , S i§ L , ^US£*ffi8l 
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fco (40. 56 g ) £ n - — 7" * V (30ml) t? ft » b % ^ *L K <fc 9 . 36.77 g(DN 

-1- (4 - yn^Ky^yu) - N - 1 - ( ^ !i y - 2 - ;V) 7 u '< is - \ 
. 3-^T^^Sr^fc 0 fii«« (20*0 gil i: IT d ^ 

^/-^/M^f^7;y 9 :0.5:0.5?:ftfflLtvy* - >//U (900ml) Jb 
0*7^ • ^O"^ h^77>f-l:J: »t LT13.75g(7)N 1 - (4 

- y p ^e^y ^;u)-n l - ( t D y > - 2 - ) - ^ u > - i , 3 - 7 

^ > * » fc o 

l H NMR (200MHz, CDC1 3 )<5h 1.64 Cs, 2H, NH 2 ), 1.74 (t, 2H), 2 
.72 (t, 2H), 3.60 (t, 2H, CH 2 -N), 4.67 (s, 2H, CH 2 -Ph), 6.41 
(d, 1H), 6.53 (dd, 1H), 7.07 (d, 2H), 7.33-7.41 (id, 3H). 8. 
13 (dt, 1H) o 

*J ? D P J ? > (200ml) *P <D 1 - (2-t o y^/W) tT^5^^ (10ml, 64.37mm 

oDo^^fe C , N--<y/-f yu^f ^ K^-^^- h (14. 64 g % 6 

5. Olrnmol) £ & An b , ^ I t * ©RlSa^»«:ifltM8l*IBfift lfc 0 ffi 3§ ft f£ 

: 1 Oi^»^bJeSftlfc 0 B # * « gij L . ^^^>/^^^^-^-^^l 
: l<OS^«>-effi»L, KS*t?tt«fe$*T, IS # £ b T 20. 86 g <D N - [^^ 

;M;V77-^- (4 - ( t: 0 y v> >- - 2 - ^ 7U ) fc D ^< 7 v> >- - 1 - -f ) > ^ u 

>- ) - -< > X r S K S: # o 

tf y v^y (50ml) * CD N - [^f ;V^;U77=^- (4 - (fy^V-2-^ 

/u ) t°^7^y - i - ^ /u ) y ^- 1/ >- ] -^<^XT^ 

F(2.9g, 8. 52mmol) <D 1% & % N 1 - (4-^n^e-<>v 5 /U) - Nl - ( 

!i i/ y - 2 - ) -/D/>'y - 1 , 3 - 7 ^ > ( 3 g , 9. 3 7mmol) S: * iTO b 

, ^ b T ^ S: 18«fBBjB8E tcfc T*Pi» b fc 0 ^ <» W & & f& ft * U Q 

t b r * <o mm * *s ? * * * * >- doomi) * \zmm s ^ , ^br 

^7 > y 95: 50i^^ (1 1) Sr. * « . /U/^ y M 

^ ^- T S >- 90: 5 : 5 O jS^fe ffi I L T , y # • ^ (600ml) ± <D $ y 
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A«^a-7^77^-l:J:D^KLr, fiUt, 2.95g(DN - [ [3 - [N 

- ( 4 - 7 & ^ — 'yy/H — n — y ^y - 2 - r^y] t'/ur 
* y ] - (4-f!) v?y-2-^;u-f^7^^ - l - ^f^) y f- ^ > 3 ^< > X 
T S K «r # • 

n - [ (3 - CN- - n - (t°y ^y- 2 - 

t ^ y ) ^ n t° ;y r ^ y ) - (4 - ( t° y ^y - 2 - t"^^^^ - l - >r 

JV) y^U>) -<^XT^ K(0.5g , 0.816mmol)£. 1.5NSSI (10ml) \C i§ 8? 

u % * u t 7s {7 y ^ - • * ^ * ^ • r ^ ^ -c 2 1 ra i oot: -e ia m b *: 0 # ip 

L ft m £ s it 7 A» • =. — r/ut^^ t (3 xi 0ml) . ^ LtS^H' 

^^^itT, »SSr#T, rixfc^^y-^ (20ml) tl:g(ifU, & # £ 3 le] 
$19 ILTK^ttlfcfft, t LT 496mgO&£f£#) £ # fc: 0 r (O ffi * 
(496mg) £ , y^y-zU (0.51ml) ^30%t h y ^ A • ^ h V 

^LtlilT10»raStf tfco :ORSS^ftl:, v* * * If" > (25ml) * <B 
ISii/- tert - -? (361 mg, . 1 . 6 1 mmo 1 ) <D *g £ 8s M L , -?:LT#btltil 

^•S:afl-ei8«fiBS»tfc 0 :©Kisad»S:*aL,.ttri?»*»«:xa 
* -e ?SK # $ ■£ r * 6iiiDg^i/p ^ T'^it, 

*g [St <t ttltlxf^/^;-;!, 90: 10©S^»t*fttfflLT>'y * • 
y^(180inl)±O*7A '^ovh^77>f-l:J:9BSL, ?££LT215mg(0 [ 

[3 - [ n - (4-^n^e-<^>?^) — n — (t°y ^y - 2 - ^/H 7 s y ) ^ 
u t° r ^ y ] - (4 - ( t 6 y >- - 2 - /u ) t B ^ 7 ^ > - i - <Y & ) y ^ 

> ] #/W<^ i/ggtert-:/^-^ • J- ^ ^ /U ^ # fz 0 ffi&3L ^ /I, (15ml) t ^tert 

— ~f *f- >V • ^- * ;V (215mg, , 0. 3 5 3mmol) <D i& & & {Z , ^xf /l/ • x-f^ (1.8e 
1, 1. 77mmol) * <D 1 N i&m £ Wi M L , ^ b T K J6 *E ^ ft £ 3 31 "C 6 1 B# W « J$ L ft 

o ros^^^^^M^^t'i^^-frt, ^Lt^/-^ (lomi) tptcmmts 

tl£Lf$ffi:{Z > i? ni J- >V . m — x A* (22ml. 1.77mmol) <f O 1 N £ ^ & * *0 U „ 
#&jT,fc»<&4*«r* IIt?60NfP3S»Lfc 9 : (DSif t Icl^ $ t 

, ^ LT^©»»ti^ (15ml) « *P £ ft * ^Ltl^ttlJ^f 
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•H NMR (400MHz. D 3 C0D)<?„ 2.12 (n. 2H), 3.46 (t, 2H). 3.84 ( 

d, 6H), 3.93 (m. 4H), 4.96 (s. 2H, CH.-Ph). 7.05 (n. 2H). 7. 

26 (n, 3H), 7.39 Cd, 1H), 7.55 (d, 2H), 8.00-8.12 (m, 4H) 0 
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INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/DK 97/004S8 



A. CLASSIFICATION OF SUBJECT MATTER 



IPC6: C07D 401/14, C07D 401/12. C07D 213/24, A61K 31/44 
According to iragmitional Pgat Qasriilcaaon (IPC) or to both najtonaj cfaglflsaiion tag IPC 



B. FIELDS SEARCHED 



Minimum dooumentaaon searched (ciasstRcaiicn rystcm followed by chniflcaBon symbols} 

IPC6: C07D 



Docuatcmjuon searched other than mtnimum documentation to the extern Urn such docunicitt ere Included, hi the fields searched 

SE.DK^IjMO classes as above 
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